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agreement. Please note that this agreement limits use to scientific 
research. Use for s^tware development or design or ^^plementation 
of commercial gatew^^ or other similar uses is prohJBfted and may 

result in loss of us^ privileges and other penalties. 

************* s^pj^j Columbus *************** 



FILE 'HOME' ENTERED AT 11:51:20 ON 25 JUL 2002 

-> file medline, uspatful, dgene, biosis, wpids, embase, japio, hcaplus 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 1.05 1.05 

FILE 'MEDLINE* ENTERED AT 11:54:14 ON 25 JUL 2002 

FILE 'USPATFULL' ENTERED AT 11:54:14 ON 25 JUL 2002 

OA INDEXING COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'DGENE' ENTERED AT 11:54:14 ON 25 JUL 2002 
COPYRIGHT (C) 2002 THOMSON DERWENT 

FILE '3I03I3' ENTERiiiD AT 11:54:14 ON 25 JUL 2002 
COPYRIGHT (C) 2002 BIOLOGICAL ABSTRACTS INC.(R) 

FILE 'WPIDS' ENTERED AT 11:54:14 ON 25 JUL 2002 
COPYRIGHT (C) 2002 THOMSON DERWENT 

FILE 'EMBASE' ENTERED AT 11:54:14 ON 25 JUL 2002 

COPYRIGHT (C) 2002 Elsevier Science B.V. All rights reserved. 

FILE 'JAPIO' ENTERED AT 11:54:14 ON 25 JUL 2002 
COPYRIGHT (C) 2002 Japanese Patent Office (JPO) 

FILE 'HCAPLUS' ENTERED AT 11:54:14 ON 25 JUL 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 

=> s bis-arsenical molecule 

LI 3 BIS -ARSENICAL MOLECULE 

=> s modified fluorescein arsenical helix binder 

L2 4 MODIFIED FLUORESCEIN ARSENICAL HELIX BINDER 

=> d 12 ti abs ibib tot 



L2 ANSWER 1 OF 4 DGENE (C) 2002 THOMSON DERWENT 

TI Isolating polypeptide of interest from cell lysate or crude polypeptide 

extract, by using a modified Fluorescein 
arsenical heliat binder compound immobilised 

on a solid support 
AN AAM48100 peptide DGENE 

AB The invention relates to a method of isolating a polypeptide of interest 
comprising contacting a modified Fluorescein 
arsenical helix binder (FlAsH) compound 

immobilised on a solid support with a solution containing modified 
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polypeptide, to contain a FlAsH target sequence motif, under conditions 
to allow bindin^^f polypeptide to immobilised l^kpH compound and 
eluting the polj|^»tide from immobilised FlAsH fli^ound. The method is 
useful for isolaWng a polypeptide of interest from a cell lysate, 



crude 



polypeptide extract, partially purified polypeptide extract, a cell or 
cell free solution derived from plant, prokaryote or an eukaryote. The 
method yields substantially pure protein from a single purification 
step. The specific reaction between modified bis-arsenical molecule and 
target sequence is reversible and the complex containing the modified 
bis-arsenical molecule and target sequence can be dissociated. Protein 
purification using the immobilised FlAsH compound can be adapted for 



use 



in many different types of chromatography. 
ACCESSION NUMBER: AAM48100 peptide DGENE 



TITLE 



INVENTOR : 
PATENT ASSIGNEE: 
PATENT INFO: 
APPLICATION INFO 
PRIORITY INFO: 

DOCUMENT TYPE: 
LANGUAGE: 
OTHER SOURCE: 




Isolating polypeptide of interest from cell lysate or crude 
polypeptide extract, by using a modified 
Fluorescein arsenical helix 

binder compound immobilised on a solid support 
Vale R D; Thorn K; Cooke R; Matuska M; Naber N 
(REGC)UNIV CALIFORNIA. 

WO 2001053325 A2 20010726 52p 
WO 2001-US2214 20010122 
US 2000-178054P 20000124 
US 2000-502664 20000211 
Patent 

Enyj-J.Sil 

2001-602285 [68] 



L2 
TI 



AN 
AB 



ANSWER 2 OF 4 DGENE (C) 2002 THOMSON DERWENT 

Isolating polypeptide of interest from cell lysate or crude polypeptide 
extract, by using a modified Fluorescein 
arsenical helix binder compound immobilised 
on a solid support 

DGENE 

to a method of isolating a polypeptide of interest 
a modified Fluorescein 

(FlAsH) compound 
immobilised on a solid support with a solution 
polypeptide, to contain a FlAsH target sequence 
to allow binding of polypeptide to immobilised 
eluting the polypeptide from immobilised FlAsH 
useful for isolating a polypeptide of interest 



AAM48099 peptide 
The invention relates 
comprising contacting 
arsenical helix binder 



containing modified 
motif, under conditions 
FlAsH compound and 
compound. The method 
from a cell lysate. 



IS 



crude 



polypeptide extract, partially purified polypeptide extract, a cell or 
cell free solution derived from plant, prokaryote or an eukaryote. The 
method yields substantially pure protein from a single purification 
step. The specific reaction between modified bis-arsenical molecule and 
target sequence is reversible and the complex containing the modified 
bis-arsenical molecule and target sequence can be dissociated. Protein 
purification using the immobilised FlAsH compound can be adapted for 



use 



in many different types of chromatography. 
ACCESSION NUMBER: AAM48099 peptide DGENE 

TITLE: Isolating polypeptide of interest from cell lysate or crude 

polypeptide extract, by using a modified 
Fluorescein arsenical helix 

binder compound immobilised on a solid support - 



INVENTOR: 
PATENT ASSIGNEE: 
PATENT INFO: 
APPLICATION INFO: 
PRIORITY INFO: 



Vale R D; Thorn K; Cooke R; Matuska M; Naber N 
{REGC)UNIV CALIFORNIA. 

WO 2001053325 A2 20010726 52p 
WO 2001-US2214 20010122 
US 2000-178054P 20000124 
US 2000-502664 20000211 
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DOCUMENT TYPE: Patent 

LANGUAGE : E n gl^h 

OTHER SOURCE: 200:^p)2285 [68] 

L2 ANSWER 3 OF 4 WPIDS (C) 2002 THOMSON DERWENT 

TI Isolating polypeptide of interest from cell lysate or crude polypeptide 

extract, by using a modified Fluorescein 

arsenical helix binder compound immobilized on 

a solid support. 
AN 2001-602285 [68] WPIDS 
AB WO 200153325 A UPAB: 20011121 

NOVELTY - A metliod of isolating (M) a polypeptide of interest comprises 

contacting a modified Fluorescein arsenical 

helix binder (FlAsH) compound immobilized on a solid 

support with a solution containing modified polypeptide, to contain a 
FlAsH target sequence motif, under conditions to allow binding of 
polypeptide to immobilized FlAsH compound, and eluting the polypeptide 
from immobilized FlAsH compound. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for: 
{1) a DNA construct (DC) comprising an origin of replication, a 
selectable marker, a promoter that allows expression of the polypeptide 
and a multiple cloning site, where at the 5' or 3' end of the multiple 
cloning site is a genetically-encoded affinity tag or is a FlAsH target 
sequence motif; 

(2) a method for producing a polypeptide of interest which has at 

its 

N-teiTuiaus a genetically-encoded affinity tag and at its C-terminus a 
FlAsH target sequence motif comprises: 

(i) expressing a DNA sequence which encodes the polypeptide of 
interest from DC in a cell and producing the polypeptide of interest from 
the cells; 

(ii) contacting a solution comprising (a) polypeptide with an 
affinity resin binding to the affinity tag, (b) eluting polypeptides to 
affinity column, (c) contacting the modified FIAsH compounds immobilized 
on a solid support with polypeptides from (b) under conditions that allow 
binding of polypeptide to FIAsH compound, and (d) eluting the polypeptide 
from immobilized FIAsH compound; or 

(iii) contacting a solution comprising (a) polypeptide with a FIAsH 
compound immobilized to a solid support, (b) eluting polypeptides to 
immobilized FIAsH compound, (c) contacting an affinity resin with the 
polypeptide solution from (b) under conditions that allow binding of 
polypeptide to the affinity resin, and (d) eluting the polypeptide from 
affinity resin; or 

(3) a kit comprising a modified FIAsH compound immobilized on a 

solid 

support; and 

(4) a modified FlAsH of formula (I), its tautomers, anhydrides or 
salts, where R is the product of an acylation reaction using any amino 
acid. 

USE - (M) is useful for isolating a polypeptide of interest from a 
cell lysate, crude polypeptide extract, partially purified polypeptide 
extract, a cell or cell free solution derived from plant, prokaryote or 

an 

eukaryote (claimed) . 

ADVANTAGE - The method yields substantially pure protein from a 
single purification step. The specific reaction between modified 
bis-arsenical molecule and target sequence is reversible and the complex 
containing the modified bis-arsenical molecule and target sequence can be 
dissociated. Protein purification using the immobilized FlAsH compound 

can 

be adapted for use in many different types of chromatography. 
Dwg. 0/1 

ACCESSION NUMBER: 2001-602285 [68] WPIDS 

DOC. NO. CPI: C2001-178345 
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TITLE. 



DERWENT CLASS: 
INVENTOR (S) : 
PATENT ASSIGNEE (S) 
COUNTRY COUNT: 
PATENT INFORMATION 



Isolating polypeptide of interest from cell lysate or 
^:ude polypeptide extract, by usjj^k a modified 
F^Brescein arsenical helix 

binder compound immobilized on a solid support. 
A89 B04 D16 E12 E23 

COOKE, R; MATUSKA, M; NABER, N; THORN, K; VALE, R D 
(REGC) UNIV CALIFORNIA 
22 



PATENT NO KIND DATE 



WEEK 



LA PG 



WO 2001053325 A2 20010726 (200168)* EN 52 

RW: AT BE CH CY DE DK ES FI FR GB GR IE IT LU MC NL PT SE TR 
W: AU CA JP 
AU 2001031086 A 20010731 (200171) 



APPLICATION DETAILS: 



PATENT NO 



KIND 



APPLICATION 



DATE 



WO 2001053325 A2 
AU 2001031086 A 



WO 2001-US2214 
AU 2001-31086 



20010122 
20010122 



FILING DETAILS 



PATENT NO 



PATENT NO 



AU 2001031086 A Based on 



WO 200153325 



PRIORITY APPLN. INFO: 



US 2000-502664 
20000124 



20000211; US 2000-178054P 



L2 
TI 

AB 



ANSWER 4 OF 4 HCAPLUS COPYRIGHT 2002 ACS 

Method of affinity purifying proteins using modified bis-arsenical 
fluorescein 

The present invention features methods for purifying polypeptides of 
interest using a modified Fluorescein 
arsenical helix binder (FlAsH) compd. 

immobilized on a solid support. An exemplary FlAsH target sequence motif 
is also presented. Examples of modification of the FlAsH compd. which 
allow immobilization to a solid support are also provided. The present 
invention also provides DNA constructs for producing a dual affinity 
tagged polypeptide and methods for purifn. thereof. Human kinesin 
constructs C-terminally tagged with the peptide WEAAAREACCRECCARA 
(specifically chelating with .beta . -alanine-modif ied FlAsH, prepn, given) 
were expressed in Escherichia coli and purified using beads contg. 
.beta .-alanine-modif ied FlAsH. Protein was eluted using 
1, 2-ethanedithiol . 

2001:545718 HCAPLUS 
135:149588 

Method of affinity purifying proteins using modified 
bis-arsenical fluorescein 

Vale, Ronald D.; Thorn, Kurt; Cooke, Roger; Matuska, 
Marija; Naber, Nariman 

The Regents of the University of California, USA 
PCT Int. Appl., 52 pp. 
CODEN: PIXXD2 
Patent 
English 
1 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT 
PATENT INFORMATION: 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 
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wo 
wo 



AU 
PRIORITY 



2001053325 
2001053325 
W: AU, CA, 
RW: AT, BE, 
PT, SE, 
2001031086 
APPLN. INFO. 



20010726 
20020307 



WO 2001-US2 



• 



20010122 



J 

CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, 
TR 

A5 



OTHER SOURCE ( S ) 



20010731 

US 
US 
WO 

MARPAT 135:149588 



AU 2001-31086 
2000-178054P P 

2000- 502664 A 

2001- US2214 W 



20010122 
20000124 
20000211 
20010122 



-> d 11 ti abs ibib tot 



LI ANSWER 1 OF 3 DGENE (C) 2002 THOMSON DERWENT 

TI Isolating polypeptide of interest from cell lysate or crude polypeptide 
extract, by using a modified Fluorescein arsenical helix binder compound 
iiranobilised on a solid support 

AN AAM48100 peptide DGENE 

AB The invention relates to a method of isolating a polypeptide of interest 
comprising contacting a modified Fluorescein arsenical helix binder 
(FlAsH) compound immobilised on a solid support with a solution 
containing modified polypeptide, to contain a FlAsH target sequence 
motif, under conditions to allow binding of polypeptide to .iTTimobilised 
FlAsH compound and eluting the polypeptide from immobilised FlAsH 
compound. The method is useful for isolating a polypeptide of interest 
from a cell lysate, crude polypeptide extract, partially purified 
polypeptide extract, a cell or cell free solution derived from plant, 
prokaryote or an eukaryote. The method yields substantially pure protein 
from a single purification step. The specific reaction between modified 
bis-arsenical molecule and target sequence is 

reversible and the complex containing the modified bis- 
arsenical molecule and target sequence can be 

dissociated. Protein purification using the immobilised FlAsH compound 
can be adapted for use in many different types of chromatography. 

ACCESSION NUMBER: AAM48100 peptide DGENE 

TITLE: Isolating polypeptide of interest from cell lysate or crude 

polypeptide extract, by using a modified Fluorescein 
arsenical helix binder compound immobilised on a solid 
support 

INVENTOR: Vale R D; Thorn K; Cooke R; Matuska M; Naber N 

PATENT ASSIGNEE: (REGC}UNIV CALIFORNIA. 

PATENT INFO: WO 2001053325 A2 20010726 52p 

APPLICATION INFO: WO 2001-US2214 20010122 
PRIORITY INFO: US 2000-178054P 20000124 

US 2000-502664 20000211 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
OTHER SOURCE: 2001-602285 [68] 

LI ANSWER 2 OF 3 DGENE (C) 2002 THOMSON DERWENT 

TI Isolating polypeptide of interest from cell lysate or crude polypeptide 
extract, by using a modified Fluorescein arsenical helix binder compound 
immobilised on a solid support 

AN AAM48 099 peptide DGENE 

AB The invention relates to a method of isolating a polypeptide of interest 
comprising contacting a modified Fluorescein arsenical helix binder 
(FlAsH) compound immobilised on a solid support with a solution 
containing modified polypeptide, to contain a FlAsH target sequence 
motif, under conditions to allow binding of polypeptide to immobilised 
FlAsH compound and eluting the polypeptide from immobilised FlAsH 
compound. The method is useful for isolating a polypeptide of interest 
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from a cell lysate/ crude polypeptide extract, partially purified 
polypeptide ext^^t, a cell or cell free solutioE^fcp rived from plant, 
prokaryote or ai^^ikaryote. The method yields sulSIRntially pure protein 
from a single purification step. The specific reaction between modified 
bxs-arsenlcal molecule and target sequence is 

reversible and the complex containing the modified bis- 
arsenical molecule and target sequence can be 

dissociated. Protein purification using the immobilised FlAsH compound 
can be adapted for use in many different types of chromatography. 
ACCESSION NUMBER: AAM48099 peptide DGENE 

TITLE: Isolating polypeptide of interest from cell lysate or crude 

polypeptide extract, by using a modified Fluorescein 
arsenical helix binder compound immobilised on a solid 
support 

INVENTOR: Vale R D; Thorn K; Cooke R; Matuska M; Naber N 

PATENT ASSIGNEE: (REGC)UNIV CALIFORNIA. 

PATENT INFO: WO 2001053325 A2 20010726 52p 

APPLICATION INFO: WO 2001-US2214 20010122 
PRIORITY INFO: US 2000-178054P 20000124 

US 2000-502664 20000211 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
OTHER SOURCE: 2001-602285 [68] 

LI ANSWER 3 OF 3 WPIDS (C) 2002 THOMSON DERWENT 

TI Isolating polypeptide of interest from cell lysate or crude poly~pepLide 
extract, by using a modified Fluorescein arsenical helix binder compound 
immobilized on a solid support. 

AN 2001-602285 [68] WPIDS 

AB WO 200153325 A UPAB: 20011121 

NOVELTY - A method of isolating (M) a polypeptide of interest comprises 
contacting a modified Fluorescein arsenical helix binder (FlAsH) compound 
immobilized on a solid support with a solution containing modified 
polypeptide, to contain a FlAsH target sequence motif, under conditions 



to 



its 



allow binding of polypeptide to immobilized FlAsH compound, and eluting 
the polypeptide from immobilized FlAsH compound. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for: 

(1) a DNA construct (DC) comprising an origin of replication, a 
selectable marker, a promoter that allows expression of the polypeptide 
and a multiple cloning site, where at the 5' or 3' end of the multiple 
cloning site is a genetically-encoded affinity tag or is a FlAsH target 
sequence motif; 

(2) a method for producing a polypeptide of interest which has at 

N-terminus a genetically-encoded affinity tag and at its C-terminus a 
FlAsH target sequence motif comprises: 

(i) expressing a DNA sequence which encodes the polypeptide of 
interest from DC in a cell and producing the polypeptide of interest from 
the cells; 

(ii) contacting a solution comprising (a) polypeptide with an 
affinity resin binding to the affinity tag, (b) eluting polypeptides to 
affinity column, (c) contacting the modified FIAsH compounds immobilized 
on a solid support with polypeptides from (b) under conditions that allow 
binding of polypeptide to FIAsH compound, and (d) eluting the polypeptide 
from immobilized FIAsH compound; or 

(iii) contacting a solution comprising (a) polypeptide with a FIAsH 
compound immobilized to a solid support, (b) eluting polypeptides to 
immobilized FIAsH compound, (c) contacting an affinity resin with the 
polypeptide solution from (b) under conditions that allow binding of 
polypeptide to the affinity resin, and (d) eluting the polypeptide from 
affinity resin; or 

(3) a kit comprising a modified FlAsH compound immobilized on a 



solid 
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an 



support/ and 

(4) a modif^^ FlAsH of formula (I), its tauj^fcprs, anhydrides or 
salts, where R ii^Hie product of an acylation rea^Bon using any amino 
acid. 

USE - (M) is useful for isolating a polypeptide of interest from a 
cell lysate, crude polypeptide extract, partially purified polypeptide 
extract, a cell or cell free solution derived from plant, prokaryote or 

eukaryote (claimed) . 

ADVANTAGE - The method yields substantially pure protein from a 
single purification step. The specific reaction between modified 
bis-arsenical molecule and target sequence is 
reversible and the complex containing the modified bis- 
arsenical molecule and target sequence can be 

dissociated. Protein purification using the immobilized FlAsH compound 

be adapted for use in many different types of chromatography. 
Dwg. 0/1 

2001-602285 [68] WPIDS 
C2001-178345 

Isolating polypeptide of interest from cell lysate or 
crude polypeptide extract, by using a modified 
Fluorescein arsenical helix binder compound immobilized 
on a solid support. 
A89 B04 D16 E12 E23 



can 



ACCESSION NUMBER: 
DOC. NO. CPI: 
TITLE : 



DERWENT CLASS: 
INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
COUNTRY COUNT: 
PATENT INFORMATION: 



COOKE, R; MATUSKA, M; NABER, N; TKO 

(REGC) UNIV CALIFORNIA 

22 



PATENT NO 



KIND DATE 



WEEK 



LA 



PG 



WO 2001053325 A2 20010726 (200168)* EN 52 

RW: AT BE CH CY DE DK ES FI FR GB GR IE IT LU MC NL PT SE TR 
W: AU CA JP 
AU 2001031086 A 20010731 (200171) 



APPLICATION DETAILS: 



PATENT NO 



KIND 



APPLICATION 



DATE 



WO 2001053325 A2 
AU 2001031086 A 



WO 2001-US2214 
AU 2001-31086 



20010122 
20010122 



FILING DETAILS: 



PATENT NO 



KIND 



PATENT NO 



AU 2001031086 A Based on 



WO 200153325 



PRIORITY APPLN. INFO: US 2000-502664 20000211; US 2000-178054P 

20000124 
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CANCERLIT is no longer being updated 
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PCTGEN now available on STN 
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TEMA now available on STN 
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NTIS now allows simultaneous left and right truncation 
PCTFULL now contains images 

SDI PACKAGE for monthly delivery of multifile SDI results 
APOLLIT offering free connect time in April 2003 
EVENTLINE will be removed from STN 
PATDPAFULL now available on STN 

Additional information for trade-named substances without 
structures available in REGISTRY 

Indexing from 1957 to 1966 added to records in CA/CAPLUS 
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STN Operating Hours Plus Help Desk Availability 
General Internet Information 
Welcome Banner and News Items 

Direct Dial and Telecommunication Network Access to STN 
CAS World Wide Web Site {general information) 



Enter NEWS followed by the item nuinber or name to see news on that 
specific topic . 



All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************* STN Columbus *************** 



FILE 'HOME' ENTERED AT 16:42:04 ON 09 APR 2 003 
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CA INDEXING COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 
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COPYRIGHT (C) 2 003 THOMSON DERWENT 



FILE 'EMBASE' ENTERED AT 16:43:00 ON 09 APR 2 003 

COPYRIGHT (C) 2003 Elsevier Science B.V. All rights reserved. 

FILE 'SCISEARCH' ENTERED AT 16:43:00 ON 09 APR 2003 

COPYRIGHT (C) 2003 Institute for Scientific Information (ISI) (R) 



FILE 'BIOBUSINESS ' ENTERED AT 16:43:00 ON 09 APR 2003 
COPYRIGHT (C) 2003 Biological Abstracts, Inc. (BIOSIS) 

FILE 'WPIDS' ENTERED AT 16:43:00 ON 09 APR 2003 
COPYRIGHT (C) 2003 THOMSON DERWENT 



FILE 'BIOSIS' ENTERED AT 16:43:00 ON 09 APR 2003 
COPYRIGHT (C) 2003 BIOLOGICAL ABSTRACTS INC.(R) 



FILE 'FSTA' ENTERED AT 16:43:00 ON 09 APR 2003 

COPYRIGHT (C) 2 003 International Food Information Service 



FILE ' JICST-EPLUS' ENTERED AT 16:43:00 ON 09 APR 2003 

COPYRIGHT (C) 2003 Japan Science and Technology Corporation (JST) 

FILE 'CEABA-VTB' ENTERED AT 16:43:00 ON 09 APR 2003 
COPYRIGHT (c) 2003 DECHEMA eV 



FILE 'CABA' ENTERED AT 16:43:00 ON 09 APR 2003 
COPYRIGHT (C) 2003 CAB INTERNATIONAL (CABI) 



FILE 'JAPIO' ENTERED AT 16:43:00 ON 09 APR 2003 
COPYRIGHT (C) 2003 Japanese Patent Office (JPO) - JAPIO 

=> s fluorescein arsenical helix binder compound 

LI 3 FLUORESCEIN ARSENICAL HELIX BINDER COMPOUND 

=> d 11 ti abs ibib tot 




LI 
TI 



AB 



ACCESSION 
TITLE : 



ANSWER 1 OF 3 DGENE (C) 2003 THOMSON DERWENT 

Isolating polypeptide of interest from cell lysate or crude polypeptide 
extract, by using a modified Fluorescein arsenical 
helix binder compound immobilised on a solid 
support 

AAM4 6100 peptide DGENE 

The invention relates to a method of isolating a polypeptide of interest 
comprising contacting a modified Fluorescein arsenical helix binder 
(FlAsH) compound immobilised on a solid support with a solution 
containing modified polypeptide, to contain a FlAsH target sequence 
motif, under conditions to allow binding of polypeptide to immobilised 
FlAsH compound and eluting the polypeptide from immobilised FlAsH 
compound. The method is useful for isolating a polypeptide of interest 
from a cell lysate, crude polypeptide extract, partially purified 
polypeptide extract, a cell or cell free solution derived from plant, 
prokaryote or an eukaryote. The method yields substantially pure protein 
from a single purification step. The specific reaction between modified 
bis-arsenical molecule and target sequence is reversible and the complex 
containing the modified bis -arsenical molecule and target sequence can 
be dissociated. Protein purification using the immobilised FlAsH 
compound can be adapted for use in many different types of 
chromatography . 

NUMBER: AAM4 8100 peptide DGENE 

Isolating polypeptide of interest from cell lysate or crude 
polypeptide extract, by using a modified Fluorescein 
arsenical helix binder 

compound immobilised on a solid support 
Vale R D; Thorn K; Cooke R; Matuska M; Naber N 
(REGOUNIV CALIFORNIA. 
. WQ^^0.105_332A A 2 2 0010726 ^ 52p 
WO 2001-US2214 20010122 
US 2000-178054P 20000124 
US 2000-502664 20000211 
Patent 
English 

2001-602285 [68] 

Fluorescein arsenical helix peptide. 



INVENTOR : 
PATENT ASSIGNEE: 
PATENT INFO: 
APPLICATION INFO 
PRIORITY INFO: 

DOCUMENT TYPE: 
LANGUAGE ; 
OTHER SOURCE: 
DESCRIPTION: 



LI ANSWER 2 OF 3 DGENE (C) 2 003 THOMSON DERWENT 

TI Isolating polypeptide of interest from cell lysate or crude polypeptide 
extract, by using a modified Fluorescein arsenical 
helix binder compound immobilised on a solid 
support 

AN AAM48099 peptide DGENE 

AB The invention relates to a method of isolating a polypeptide of interest 
comprising contacting a modified Fluorescein arsenical helix binder 
(FlAsH) compound immobilised on a solid support with a solution 




containing modified polypeptide, to contain a FlAsH target sequence 
motif, under conditions to allow binding of polypeptide to immobilised 
FlAsH compound and eluting the polypeptide from immobilised FlAsH 
compound. The method is useful for isolating a polypeptide of interest 
from a cell lysate, crude polypeptide extract, partially purified 
polypeptide extract, a cell or cell free solution derived from plant, 
prokaryote or an eukaryote. The method yields substantially pure protein 
from a single purification step. The specific reaction between modified 
bis -arsenical molecule and target sequence is reversible and the complex 
containing the modified bis -arsenical molecule and target sequence can 
be dissociated. Protein purification using the immobilised FlAsH 
compound can be adapted for use in many different types of 
chromatography . 
ACCESSION NUMBER: AAM4 8099 peptide DGENE 

Isolating polypeptide of interest from cell lysate or crude 
polypeptide extract, by using a modified Fluorescein 
arsenical helix binder 

compound immobilised on a solid support 
Vale R D; Thorn K; Cooke R; Matuska M; Naber N 
(REGC)XJNIV CALIFORNIA. 

WO 2001053325 A2 20010726 52p 

20010122 
20000124 
20000211 



TITLE : 



INVENTOR : 
PATENT ASSIGNEE: 
PATENT INFO: 
APPLICATION INFO 
PRIORITY INFO: 



DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE: 
DESCRIPTION : 



WO 2001-US2214 
US 2000-178054P 
US 2000-502664 

Patent 
English 

2001-602285 [68] 

Fluorescein arsenical helix binder target sequence motif. 



LI ANSWER 3 OF 3 WPIDS (C) 2003 THOMSON DERWENT 

TI Isolating polypeptide of interest from cell lysate or crude polypeptide 
extract, by using a modified Fluorescein arsenical 
helix binder compound immobilized on a solid 
support . 

AN 2001-602285 [68] WPIDS 

AB WO 200153325 A UPAB : 20011121 

NOVELTY - A method of isolating (M) a polypeptide of interest comprises 
contacting a modified Fluorescein arsenical helix binder (FlAsH) compound 
immobilized on a solid support with a solution containing modified 
polypeptide, to contain a FlAsH target sequence motif, under conditions to 
allow binding of polypeptide to immobilized FlAsH compound, and eluting 
the polypeptide from immobilized FlAsH compound. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for: 

(1) a DNA construct (DC) comprising an origin of replication, a 
selectable marker, a promoter that allows expression of the polypeptide 
and a multiple cloning site, where at the 5' or 3 ' end of the multiple 
cloning site is a genetically-encoded affinity tag or is a FlAsH target 
sequence motif; 

(2) a method for producing a polypeptide of interest which has at its 
N-terminus a genetically-encoded affinity tag and at its C-terminus a 
FlAsH target sequence motif comprises: 

(i) expressing a DNA sequence which encodes the polypeptide of 
interest from DC in a cell and producing the polypeptide of interest from 
the cells; 

(ii) contacting a solution comprising (a) polypeptide with an 
affinity resin binding to the affinity tag, (b) eluting polypeptides to 
affinity column, (c) contacting the modified FIAsH compounds immobilized 
on a solid support with polypeptides from (b) under conditions that allow 
binding of polypeptide to FIAsH compound, and (d) eluting the polypeptide 
from immobilized FIAsH compound; or 

(iii) contacting a solution comprising (a) polypeptide with a FIAsH 
compound immobilized to a solid support, (b) eluting polypeptides to 
immobilized FIAsH compound, (c) contacting an affinity resin with the 
polypeptide solution from (b) under conditions that allow binding of 



polypeptide to the affinity resin, and (d) eluting the polypeptide from 
affinity resin; or 

(3) a kit comprising a modified FlAsH compound immobilized on a solid 
support ; and 

(4) a modified FlAsH of formula (I) , its tautomers, anhydrides or 
salts, where R is the product of an acylation reaction using any amino 
acid. 

USE - (M) is useful for isolating a polypeptide of interest from a 
cell lysate, crude polypeptide • extract , partially purified polypeptide 
extract, a cell or cell free solution derived from plant, prokaryote or an 
eukaryote (claimed) . 

ADVANTAGE - The method yields substantially pure protein from a 
single purification step. The specific reaction between modified 
bis -arsenical molecule and target sequence is reversible and the complex 
containing the modified bis-arsenical molecule and target sequence can be 
dissociated. Protein purification using the immobilized FlAsH compound can 
be adapted for use in many different types of chromatography, 
Dwg. 0/1 

2001-602285 t68] WPIDS 
C2001-178345 

Isolating polypeptide of interest from cell lysate or 
crude polypeptide extract, by using a mod-ified 
Fluorescein arsenical helix 
binder compound immobilized on a solid 
support . 

DERWENT CLASS: A89 B04 D16 E12 E23 

INVENTOR (S) : COOKE, R; MATUSKA, M; NABER, N; THORN, K; VALE, R D 
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COUNTRY COUNT: 22 
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WO 2001053325 A2 20010726 (200168)* EN 52 
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AU 2001031086 A 20010731 (200171) 



APPLICATION DETAILS: 
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KIND 



APPLICATION 
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WO 2001-US2214 
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20010122 
20010122 



FILING DETAILS: 
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WO 200153325 



PRIORITY APPLN. INFO: US 2000-502664 20000211; US 2000-178054P 
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=> d his 

(FILE 'HOME' ENTERED AT 16:42:04 ON 09 APR 2 003) 

FILE 'MEDLINE, USPATFULL, DGENE, EMBASE, SCISEARCH, BIOBUSINESS, WPIDS, 
BIOSIS, FSTA, JICST-EPLUS, CEABA-VTB, CABA, JAPIO ' ENTERED AT 16:43:00 ON 
09 APR 2003 

LI 3 S FLUORESCEIN ARSENICAL HELIX BINDER COMPOUND 



=> s Flash 

L2 230023 FLASH 



=> s 11 and tautomer 

L3 0 LI AND TAUTOMER 

=> s 11 and 12 

L4 3 LI AND L2 

=> s 14 and acylation 

L5 1 L4 AND ACYLATION 

=> d 15 ti abs ibib tot 

L5 ANSWER 1 OF 1 WPIDS (C) 2003 THOMSON DERWENT 

TI Isolating polypeptide of interest from cell lysate or crude polypeptide 
extract, by using a modified Fluorescein arsenical 
helix binder compound immobilized on a solid 
support . 

AN 2001-602285 [68] WPIDS 

AB WO 200153325 A UPAB : 20011121 

NOVELTY - A method of isolating (M) a polypeptide of interest comprises 
contacting a modified Fluorescein arsenical helix binder (FlAsH) 
compound immobilized on a solid support with a solution containing 
modified polypeptide, to contain a FlAsH target sequence motif, 
under conditions to allow binding of polypeptide to immobilized 
FlAsH compound, and eluting the polypeptide from immobilized 
PlAsH compound. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for: 

(1) a DNA construct (DC) comprising an origin of replication, a 
selectable marker, a promoter that allows expression of the polypeptide 
and a multiple cloning site, where at the 5' or 3' end of the multiple 
cloning site is a genetically-encoded affinity tag or is a FlAsH 
target sequence motif; 

(2) a method for producing a polypeptide of interest which has at its 
N- terminus a genetically-encoded affinity tag and at its C- terminus a 
FlAsH target sequence motif comprises; 

(i) expressing a DNA sequence which encodes the polypeptide of 
interest from DC in a cell and producing the polypeptide of interest from 
the cells; 

(ii) contacting a solution comprising (a) polypeptide with an 
affinity resin binding to the affinity tag, (b) eluting polypeptides to 
affinity column, (c) contacting the modified FIAsH compounds immobilized 
on a solid support with polypeptides from (b) under conditions that allow 
binding of polypeptide to FIAsH compound, and (d) eluting the polypeptide 
from immobilized FIAsH compound; or 

(iii) contacting a solution comprising (a) polypeptide with a FIAsH 
compound immobilized to a solid support, (b) eluting polypeptides to 
immobilized FIAsH compound, (c) contacting an affinity resin with the 
polypeptide solution from (b) under conditions that allow binding of 
polypeptide to the affinity resin, and (d) eluting the polypeptide from 
affinity resin; or 

(3) a kit comprising a modified FlAsH compound immobilized 
on a solid support; and 

(4) a modified FlAsH of formula (X) , its tautomers, 
anhydrides or salts, where R is the product of an acylation 
reaction using any amino acid. 

USE - (M) is useful for isolating a polypeptide of interest from a 
cell lysate, crude polypeptide extract, partially purified polypeptide 
extract, a cell or cell free solution derived from plant, prokaryote or an 
eukaryote (claimed) . 

ADVANTAGE - The method yields substantially pure protein from a 
single purification step. The specific reaction between modified 
bis-arsenical molecule and target sequence is reversible and the complex 



containing the modified bis -arsenical molecule and target sequence can be 
dissociated. Protein purification using the immobilized FlAsH 
compound can be adapted for use in many different types of chromatography 
Dwg. 0/1 
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=> d his 

(FILE 'HOME' ENTERED AT 16:42:04 ON 09 APR 2003) 

FILE 'MEDLINE, USPATFULL, DGENE, EMBASE, SCISEARCH, BIOBUSINESS, WPIDS, 
BIOSIS, FSTA, JICST-EPLUS, CEABA-VTB, CABA, JAPIO ' ENTERED AT 16:43:00 ON 
09 APR 2003 

LI 3 S FLUORESCEIN ARSENICAL HELIX BINDER COMPOUND 

L2 230023 S FLASH 

L3 0 S LI AND TAUTOMER 

L4 3 S LI AND L2 

L5 1 S L4 AND ACYLATION 

=> s protein isolation 

L6 10485 PROTEIN ISOLATION 

=> s 11 and modified 

L7 3 LI AND MODIFIED 

=> s tautomer 

LB 6374 TAUTOMER 



=> s anhydride 



4 



L9 



265971 ANHYDRIDE 



=> s 19 and 18 

LIO 1266 L9 AND L8 

=> s 110 and salt 

Lll 1129 LIO AND SALT 

=> s 111 and 11 

L12 0 Lll AND LI 

s 111 and fluorescein 
L13 20 Lll AND FLUORESCEIN 

=> d 113 ti abs ibib tot 

L13 ANSWER 1 OF 2 0 USPATFULL 

TI Oligonucleotide analogues, methods of synthesis and methods of use 
AB The present invention relates generally to oligonucleotide analogues 

that include novel protein nucleic acid molecules (PNAs) , particularly 
monomers, dimers, oligomers thereof and methods of making and using 
these oligonucleotide analogues. The PNAs of the present invention arc 
characterized as including a variety of classes of molecules, such as, 
for example, hydroxyproline peptide nucleic acids (HypNA) , and serine 
peptide nucleic acids (SerNA) . The invention includes monomers, 
homodimers, heterodimers, homopolymers and heteropolymers of these and 
other oligonucleotide analogues. The present invention includes methods 
of using these oligonucleotide analogues in the detection and separating 
of nucleic acid molecules, including uses that include the utilization 
of oligonucleotide analogues on a solid support. The present invention 
also includes methods for purifying or separating nucleic acids, such as 
mRNA molecules, by hybridization with the oligonucleotides of the 
present invention. The present invention also includes the use of 
oligonucleotides of the present invention in antisense and homologous 
recombination constructs and methods. 
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L13 ANSWER 2 OF 20 USPATFULL 

TI Water-soluble rhodamine dye conjugates 

AB The present invention provides novel, water-soluble, red-emitting 

fluorescent rhodamine dyes and red-emitting fluorescent energy-transfer 
dye pairs, as well as labeled conjugates comprising the same and methods 
for their use. The dyes, energy-transfer dye pairs and labeled 
conjugates are useful in a variety of aqueous -based applications, 
particularly in assays involving staining of cells, protein binding, 
and/or analysis of nucleic acids, such as hybridization assays and 
nucleic acid sequencing. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
L13 ANSWER 3 OF 20 USPATFULL 

TI Fluorescent metal sensors, and methods of making and using the same 

AB The present invention is directed, in part, to fluorescent metal sensors 

for detecting metal ions, and methods of making and using the same. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT 



L13 ANSWER 4 OF 2 0 USPATFULL 

TI Oligonucleotide analogues, methods of synthesis and methods of use 
AB The present invention relates generally to oligonucleotide analogues 

that include novel protein nucleic acid molecules (PNAs) , particularly 
monomers, dimers, oligomers thereof and methods of making and using 
these oligonucleotide analogues. The PNAs of the present invention are 
characterized as including a variety of classes of molecules, such as, 
for example, hydroxyproline peptide nucleic acids (HypNA) , and serine 
peptide nucleic acids (SerNA) , The invention includes monomers, 
homodimers, heterodimers , homopolymers and heteropolymers of these and 
other oligonucleotide analogues. The present invention includes methods 
of using these oligonucleotide analogues in the detection and separating 
of nucleic acid molecules, including uses that include the utilization 
of oligonucleotide analogues on a solid support. The present invention 
also includes methods for purifying or separating nucleic acids, such as 
mRNA molecules, by hybridization with the oligonucleotides of the 
present invention. The present invention also includes the use of 
oligonucleotides of the present invention in antisense and homologous 
recombination constructs and methods. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT 



L13 ANSWER 5 OF 20 USPATFULL 



TI Nicotinamide acids, amides, and their mimetics active as inhibitors of 
PDE4 isozymes 

AB Compounds useful as inhibitors of PDE4 in the treatment of diseases 

regulated by the activation and degranulation of eosinophils, especially 
asthma, chronic bronchitis, and chronic obstructuive pulmonary disease, 
of the formula: ##STR1## 

wherein j is 0 or 1, k is 0 or 1, m is 0, 1, or 2; n is 1 or 2; A is 
selected from the partial Formulas: ##STR2## 

where q is 1, 2, or 3 , W.sup.3 is --0--; - -N (R . sup . 9) - - ; or 
--0C{ .dbd.O) --; R.sup.7 is selected from --H; {C. sub. 1-C, sub. 6) alkyl, 
(C. sub.2-C. sub. 6) alkenyl, or -- (C.sub.2-C.sub.6) alkynyl substituted 
by 0 to 3 substituents R. sup. 10; (CH. sub . 2) . sub. u-- {C. sub . 3-C. sub . 7) 
cycloalkyl where u is 0, 1 or 2, substituted by 0 to 3 R. sup. 10/ and 
phenyl or benzyl substituted by 0 to 3 R. sup. 14; R.sup.8 is 
tetrazol-5-yl; 1, 2 , 4-triazol-3-yl ; l,2,4-triazol-3-on-5-yl; 

1.2. 3- triazol-5-yl; imidazol-2-yl; imidazol -4 -yl ; imidazolidin-2-on-4 - 
yl; 1, 3,4-oxadiazolyl; 1, 3,4-oxadiazol-2-on-5-yl; 1, 2 , 4 -oxadiazol-3-yl ; 

1.2. 4- oxadia2ol-5-on-3-yl; 1,2, 4 -oxadiazol-5 -yl ; 1,2, 4 -oxadiazol-S-on-B- 
yl; 1, 2 , 5-thiadiazolyl; 1, 3 , 4-thiadiazolyl ; morpholinyl; parathiazinyl ; 
oxazolyl; isoxazolyl; thiazolyl; isothiazolyl; pyrrolyl; pyrazclyl; 
succinimidyl; glutarimidyl ; pyrrolidonyl ; 2 -piperidonyl ; 2-pyridonyl; 
4-pyridonyl; pyrida2in-3-onyl ; pyridyl; pyrimidinyl; pyrazinyl; 
pyridazinyl; indolyl ; indolinyl; isoindolinyl ; benzo [b] furanyl ; 

2, 3-dihydrobenzofuranyl; 1, 3-dihydroisobenzofuranyl; 2H-l-benzopyranyl ; 
2-H-chromenyl; chromanyl; benzothienyl ; IH-indazolyl ; benzimidazolyl ; 
benzoxazolyl; benzisoxazolyl ; benzothiazolyl ; benzotriazolyl ; 
benzotriazinyl; phthalazinyl ; 1, 8-naphthyridinyl; quinolinyl; 
isoquinolinyl; quinazolinyl; quinoxalxnyl ; pyrazolo [3 , 4 -d] pyrimidinyl; 
pyrimido [4 , 5-d] pyrimidinyl ; imidazo tl , 2 -a] pyridinyl ; pyridopyridinyl ; 
pteridinyl; or IH-purinyl; or A is selected from phosphorous and sulfur 
acid groups; W is --0--; - -S ( . dbd .0) . sub. t- - , where t is 0, 1, or 2; or 
--N(R. sup.3) --; y is . dbd . C (R . sup . 1 . sub. a) - - , or [N (0) . sub . k] where k 
is 0 or 1; R.sup.4, R.sup.5 and R.sup.6 are (1) --H; provided that 
R.sup.5 and R.sup.6 are not both at the same time, --F; --C1; 
-- {C.sub.2-C.sub.4) alkynyl; --R.sup.16; --OR. sup. 16; 

--S{. dbd.O) .sub.pR.sup.l6; --C ( .dbd.O) R. sup. 16, - -C { . dbd . 0) OR . sup . 16 , 
--C( .dbd.O) OR. sup. 16; - -OC ( . dbd . O) R . sup . 16 ; --CN; --NO. sub. 2; 
--C( .dbd.O) NR. sup. 16R. sup. 17; --0C ( .dbd.O) NR. sup. 16R. sup . 17 ; 
- -NR . sup . 12 . sub . aC ( . dbd . 0) NR . sup . 16R . sup . 17 ; - - 
NR. sup. 12 . sub. aC ( . dbd. NR. sup. 12) NR. sup. 16R. sup. 17; 

NR . sup . 12 . sub . aC ( . dbd .NCN) NR . sup . 16R . sup . 16 ; - -NR . sup . 12 . sub . aC ( . dbd . N- - 

NO. sub. 2) NR. sup . 15R, sup. 16 ; --C ( .dbd. NR. sup. 12 . sub . a) NR . sup . 15R. sup. 16; 

- -CH . sub . 2C ( . dbd . NR . sup . 12 . sub . a) NR . sup . 16R . sup . 17 ; - - 

OC ( . dbd . NR . sup . 12 . sub . a) NR . sup . 16R . sup . 17 ; - -OC ( . dbd . N- - 

NO. sub. 2) NR. sup. 16R. sup. 17; --NR. sup . 16R. sup . 17 ; 

CH. sub. 2NR. sup. 16R. sup. 17; --NR. sup. 12 . sub. aC ( .dbd.O) R. sup. 16; 

- -NR . sup . 12 . sub . aC ( , dbd . O) OR . sup . 16 ; . dbd . NOR . sup . 16 ; 

- -NR. sup. 12. sub. aS { .dbd.O) . sub . pR . sup . 17 --S(. dbd.O) . sub.pNR. sup. 16R. sup 
.17; and --CH. sub . 2C ( .dbd .NR. sup . 12 . sub . a) NR . sup . 16R. sup . 17 ; (2) 
-- (C. sub. 1-C. sub. 4) alkyl including dimethyl and (C. sub. l-C.sub.4) 
alkoxy substituted with 0 to 3 substituents --F or --C1; or 0 or 1 
substituent (C. sub. 1-C. sub. 2) alkoxycarbonyl- , {C. sub. 1-C. sub. 2) 
alkylcarbonyl- , or (C. sub. 1-C. sub. 2) alkyl carbonyloxy - ; or (3) an aryl 
or heterocyclic moiety; or (4) R.sup.5 and R.sup.6 are taken together to 
form a moiety of partial Formulas (1.3.1) through (1.3.15): ##STR3## 

or a pharmaceutically acceptable salt thereof. 
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TI Fluoresceirx-based metal sensors, and methods of making and 

using the same 

AB The present invention is directed, in part, to fluorescein 

-based ligands for detection of metal ions, and methods of making and 
using the same. 
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TI Inhibitors of inflammation and reper fusion injury and methods of use 

thereof 



AB The invention provides a novel class of substituted isoindolinone 

derivatives. Pharmaceutical compositions, and methods of making and 
using the compounds, or pharmaceutically acceptable salts, hydrates, 
prodrugs, or mixtures thereof are also described. 
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TI Immunogenic conjugates of Gram-negative bacterial autoinducer molecules 

AB The present invention relates to an immunogenic conjugate comprising a 

carrier molecule coupled to an autoinducer of a Gram negative bacteria. 
The immunogenic conjugate, when combined with a pharmaceutically 
acceptable carrier, forms a suitable vaccine for mammals to prevent 
infection by the Gram negative bacteria. The immunogenic conjugate is 
also used to raise and subsequently isolate antibodies or binding 
portions thereof which are capable of recognizing and binding to the 
autoinducer. The antibodies or binding portions thereof are utilized in 
a method of treating infections, a method of inhibiting autoinducer 
activity, and in diagnostic assays which detect the presence of 
autoinducers or autoinducer antagonists in fluid or tissue samples. 
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Water-soluble rhodamine dye peptide conjugates 

The present invention provides novel, water-soluble, red-emitting 
fluorescent rhodamine dyes and red-emitting fluorescent energy-transfer 
dye pairs, as well as labeled conjugates comprising the same and methods 
for their use. The dyes, energy- transfer dye pairs and labeled 
conjugates are useful in a variety of aqueous-based applications, 
particularly in assays involving staining of cells, protein binding, 
and/or analysis of nucleic acids, such as hybridization assays and 
nucleic acid sequencing. 
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Ligands for phosphatase binding assay 

Disclosed are new ligands for use in a binding assay for proteases and 
phosphatases, which contain cysteine in their binding sites or as a 
necessary structural component for enzymatic binding. The sulfhydryl 
group of cysteine is the nucleophilic group in the enzyme's mechanistic 
proteolytic and hydrolytic properties. The assay can be used to 
determine the ability of new, unknown ligands and mixtures of compounds 
to competitively bind with the enzyme versus a known binding agent for 
the enzyme, e.g., a known enzyme inhibitor. By the use of a mutant form 
of the natural or native wild- type enzyme, in which serine, or another 



amino acid, e.g., alanine, replaces cysteine, the problem of 
interference from extraneous oxidizing and alkylating agents in the 
assay procedure is overcome. The interference arises because of 
oxidation or alkylation of the sulfhydryl, --SH (or --S.sup.-), in the 
cysteine, which then adversely affects the binding ability of the 
enzyme. Specifically disclosed is an assay for tyrosine phosphatases and 
cysteine proteases, including caspases and cathepsins, e.g., Cathepsin 
K(02) , utilizing scintillation proximity assay (SPA) technology. The 
assay has important applications in the discovery of compounds for the 
treatment and study of, for example, diabetes, immunosuppression, 
cancer, Alzheimer's disease and osteoporosis. The novel feature of the 
use of a mutant enzyme can be extended to its use in a wide variety of 
conventional colorimetric, photometric, spectrophotometric, 
radioimmunoassay and ligand-binding competitive assays. 
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Fluorogenic or fluorescent reporter molecules and their applications for 
whole-cell fluorescence screening assays for capsases and other enzymes 
and the use thereof 

The present invention relates to novel fluorescent dyes, novel 
fluorogenic and fluorescent reporter molecules and new enzyme assay 
processes that can be used to detect the activity of caspases and other 
enzymes involved in apoptosis in whole cells, cell lines and tissue 
samples derived from any living organism or organ. The reporter 
molecules and assay processes can be used in drug screening procedures 
to identify compounds which act as inhibitors or inducers of the caspase 
cascade in whole cells or tissues. The reagents and assays described 
herein are also useful for determining the chemosensitivity of human 
cancer cells to treatment with chemotherapeutic drugs. The present 



invention also relates to novel fluorogenic and fluorescent reporter 
molecules and new enzyme assay processes that can be used to detect the 
activity of type 2 methionine aminopeptidase, dipeptidyl peptidase IV, 
calpain, aminopeptidase , HIV protease, adenovirus protease, HSV-1 
protease, HCIW protease and HCV protease. 
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Fluorogenic or fluorescent reporter molecules and their applications for 
whole-cell fluorescence screening assays for caspases and other enzymes 
and the use thereof 

The present invention relates to novel fluorescent dyes, novel 
fluorogenic and fluorescent reporter molecules and new enzyme assay 
processes that can be used to detect the activity of caspases and other 
enzymes involved in apoptosis in whole cells, cell lines and tissue 
samples derived from any living organism or organ. The reporter 
molecules and assay processes can be used in drug screening procedures 
to identify compounds which act as inhibitors or inducers of the caspase 
cascade in whole cells or tissues. The reagents and assays described 
herein are also useful for determining the chemosensitivity of human 
cancer cells to treatment with chemotherapeutic drugs. The present 
invention also relates to novel fluorogenic and fluorescent reporter 
molecules and new enzyme assay processes that can be used to detect the 
activity of type 2 methionine aminopeptidase, dipeptidyl peptidase IV, 
calpain, aminopeptidase, HIV protease, adenovirus protease, HSV-1 
protease, HCMV protease and HCV protease. 
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TI C-nucleoside derivatives and their use in the detection of nucleic acids 

AB The invention concerns pyrrolo- [3 , 2 -d] pyrimidine, pyrazolo- [4 , 3- 

d] pyrimidine and pyrimidine- furanosides i.e. so-called C-nucleosides of 

the general formulae I-V ##STR1## 

or appropriate derivatives as well as processes for their production. 
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TI Water-soluble rhodamine dyes and conjugates thereof 

AB The present invention provides novel, water-soluble, red-emitting 

fluorescent rhodamine dyes and red-emitting fluorescent energy-transfer 
dye pairs, as well as labeled conjugates comprising the same and methods 
for their use. The dyes, energy- transfer dye pairs and labeled 
conjugates are useful in a variety of aqueous -based applications, 
particularly in assays involving staining of cells, protein binding, 
and/or analysis of nucleic acids, such as hybridization assays and 
nucleic acid sequencing. 
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TI C-nucleoside derivatives and their use in the detection of nucleic acids 

AB The invention concerns pyrrolo- [3 , 2 -d] pyrimidine, pyrazolo- [4 , 3 - 

d}pyrimidine and pyrimidine-f uranosides i.e. so-called C-nucleosides of 

the general formulae I-V ##STR1## 

or appropriate derivatives as well as processes for their production. 
The compounds are in particular suitable as substrates for RNA or DNA 
polymerases and can thus be incorporated into RNA or DNA 
oligonucleotides. Therefore the compounds are especially suitable for 
labelling and for detecting nucleic acids and for DNA sequencing. 
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ANSWER 16 OF 20 USPATFULL 
Pyrimidine derivatives 

A compound having the structure ##STR1## wherein R.sup.l is H or a 
linker group; R. sup. 24 is independently halo or C.sub.l -C.sub.2 
haloalkyl ; 

R. sup. 25 is independently --SH, --0H, .dbd.S or .dbd.O; 
A is independently N or C; and 

M, taken together with the radical --A--C{--R. sup. 25) , completes an aryl 
or heteroaryl ring structure comprising 5 or 6 ring atoms wherein the 
heteroaryl ring comprises a single 0 ring heteroatom, a single N ring 
heteroatom, a single S ring heteroatom, a single 0 and a single N ring 
heteroatom separated by a carbon atom, a single S and a single N ring 
heteroatom separated by a carbon atom, 2 N ring heteroatoms separated by 
a carbon atom, or 3 N ring heteroatoms at least two of which are 
separated by a carbon atom, and wherein the aryl or heteroaryl ring 
carbon atoms are unsubstituted with other than H or at least 1 
nonbridging ring carbon atom is substituted with R.sup.6 ; 

R.sup.6 is independently H, C.sub.l -C.sub.6 alkyl, C.sub.2 -C.sub.6 
alkenyl, C.sub.2 -C.sub.6 alkynyl, NO. sub. 2, N (R. sup . 3) . sub. 2 , Ctbd.N 
or halo, or an R.sup.6 is taken together with an adjacent R.sup.6 to 
complete a ring containing 5 or 6 ring atoms; and 

R.sup.3 is a protecting group or H; 

and tautomers, solvates and salts thereof. 
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L13 ANSWER 17 OF 2 0 USPATFULL 

TI Phosphotyrosine phosphatase inhibitors or phosphotyrosine kinase 

activators for controlling cellular proliferation 

AB A method of inhibiting the proliferation of B cells by using inhibitors 

of phosphotyrosine phosphatase can be used to regulate the immune 
response and to treat diseases such as leukemias or lymphomas marked by 
malignant proliferation of B cells or T cells. Antitumor activity is 
seen in vivo against tumors and against tumor cell lines. The use of 
such inhibitors can be combined with radiation, which produces a 
synergistic effect. Several types of inhibitors can be used, including; 
(i) compounds comprising a metal coordinate-covalently bound to an 
organic moiety that can form a five- or six-membered ring, in which the 
metal is preferably vanadium (XV) ; (2) compounds in which vanadium (IV) 
is coordinate-covalently bound to an organic moiety such as a 
hydroxamate , . alpha . -hydroxypyridinone , . alpha . -hydroxypyrone , 
.alpha. -amino acid, hydroxycarbonyl , or thiohydroxamate; (3) 
coordinate -covalent complexes of vanadyl and cysteine or a derivative 
thereof; (4) nonhydrolyzable phosphotyrosine phosphatase analogues; (5) 
dephostatin; (6) 4- (fluoromethyl) phenyl phosphate and esterified 
derivatives; and (7) coordinate-covalent metal -organic compounds 
containing at least one oxo or peroxo ligand bound to the metal , in 
which the metal is preferably vanadium (V) , molybdenum (VI) , or tungsten 
(VI) . Methods of stimulating signaling in T cells and conjugates of a 
modulator of phosphotyrosine metabolism with a specific binding partner 
for a B cell surface antigen are also disclosed. 
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TI Anti-picornaviral agents 

AB The present invention provides a group of novel compounds that inhibit 

the proteolytic activity of 3C proteases which are found in 
picornaviruses , particularly rhinoviruses . In picornaviruses the RNA 
genome is translated into a single large viral polyprotein precursor. 
The precursor demonstrates auto-proteolytic activity, cleaving itself 
into mature viral gene products. Therefore, compounds of the current 
invention are particularly useful in treating picornaviral infections by 
interrupting the processing of the viral gene products into mature and 
infectious viral particles. The current invention also provides a novel 
process the preparation of compounds of the current invention. The 
process entails the selective reduction of an imide intermediate 
representing a marked improvement over processes known in the art for 
making peptidyl-aldehydes . 
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L13 ANSWER 19 OF 2 0 USPATFULL 
TI Anti-picornaviral agents 

AB The present invention provides a group of novel compounds that inhibit 

the proteolytic activity of 3C proteases which are found in 
picornaviruses, particularly rhinoviruses. In picornaviruses the RNA 
genome is translated into a single large viral polyprotein precursor. 
The precursor demonstrates auto-proteolytic activity, cleaving itself 
into mature viral gene products. Therefore, compounds of the current 
invention are particularly useful in treating picornaviral infections by 
interrupting the processing of the viral gene products into mature and 
infectious viral particles. The current invention also provides a novel 
process the preparation of compounds of the current invention. The 
process entails the selective reduction of an imide intermediate 
representing a marked improvement over processes known in the art for 
making peptidyl -aldehydes . 
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TI Pyrimidine derivatives for labeled binding partners 

AB A compound having the structure: ##STR1## wherein R.sup.l is an 
oligonucleotide; 

a is 1 and b is 0; 

A is C or CH; 

X is S, O, NH or NCH.sub.2 R.sup,6 ; 

Z is taken together with A to form an aryl ring structure comprising 6 
ring atoms wherein the aryl ring carbon atoms are unsubstituted with 
other than H or at least 1 nonbridging ring carbon atom is substituted 
with R.sup.6 or .dbd.O; 

R.sup.6 is independently H, C.sub.l -C.sub.6 alkyl, C.sub.2 -C.sub.6 
alkenyl, C.sub.2 -C.sub.6 alkynyl, NO. sub. 2, N {R. sup . 3) . sub . 2 , C.tbd.N 
or halo, or an R.sup.6 is taken together with an adjacent 2 group 
R.sup.6 to complete a phenyl ring; and 

R-Sup,3 is a protecting group or H; and tautomers , solvates and salts 
thereof . 
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